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AB Title compds. [I; m, n = 0-2; Q = C, N; A = (CH2)x, (CH2)xl, with an 
alkenyl or alkynyl bond in the chain, (CH2 ) x20 (CH2 ) x3; x - 1-5; xl = 
2-5; x2, x3 = 0-5; provided that .gtoreq.l of x2 and x3 .noteq. 0; 
XI = CH, N; X2 = C, N, O, S; X3 - C, N; X4 = C, N, 0, S provided 
that .gtoreq.l of X2, X3, X4 = N; in each of X1-X4, C may include 
CH; Rl = H, alkyl; R2 = H, alkyl, alkoxy, halo, (substituted) amino; 
R2a f R2b R2c =* H, alkyl, alkoxy, halo, (substituted) amino; R3 = H, 
alkyl, arylalkyl, aryloxycarbonyl, alkyloxycarbonyl, 

alkynyloxycarbonyl , alkenyloxycarbonyl , arylcarbonyl , alkylcarbonyl , 
aryl, heteroaryl, cycloheteroalkyl , heteroarylcarbonyl, 
heteroarylheteroarylalkyl, alkylcarbonylamino, arylcarbonylamino, 
heteroarylcarbonylamino, alkoxycarbonylamino, aryloxycarbonylamino, 
heteroaryloxycarbonylamino, heteroarylheteroarylcarbonyl, 
alkylsulf onyl, alkenylsulf onyl, heteroaryloxycarbonyl , 
cycloheteroalkyloxycarbonyl, aryloxyheteroarylalkyl, 
heteroarylalkyloxyarylalkyl, arylarylalkyl, arylalkenylarylalkyl, 
arylaminoarylalkyl, etc.; Y = C02R4, 1-tetrazolyl, P (O) (OR4a) R5, 
P(0)(OR4a)2; R4 = H, alkyl, prodrug ester; R4a « H, prodrug ester; 
R5 - alkyl, aryl; Z = (CH2)x4, (CH2)x5, (CH2 ) x60 (CH2 ) x7 ; x4 - 1-5; 
x5 = 2-5; x6, x7 - 0-4], were prepd. as antidiabetic and antiobesity 
agents (no data). Thus, title compd. (II) was prepd. in 6 steps. 
IT 141758-74-9, AC 2993 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(coadministration; prepn. of oxazolylethoxyphenylprolines and 
related compds. as antidiabetic and antiobesity agents) 
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PRIORITY APPLN. INFO.: US 2001-285699P P 20010424 

AB The present invention relates to methods and compns . for treating 

insulin-assocd. conditions comprising administering a glucagon-like 
peptide-1 (GLP-1) compd. to subjects suffering therefrom. The 
insulin resistance-assocd. condition of the invention is type-2 
pre-diabetes, atherosclerotic cardiovascular disease, drug-induced 
insulin resistance, congestive heart failure, diminished exercise 
capacity of skeletal muscle, and left ventricular dysfunction with 
cardiac metabolic myopathy or diminished exercise capacity of 
skeletal muscle; with the proviso that said congestive heart failure 
is not assocd. with toxic hypervolemia. 
IT 474444-81-0 

RL: PRP (Properties) 

(unclaimed protein sequence; methods for treating conditions 
assocd. with insulin resistance by administering a GLP-1 compd.) 
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US 2002183367 Al 20021205 US 2002-107279 20020326 

PRIORITY APPLN. INFO.: US 2001-283438P P 20010412 

OTHER SOURCE(S): MAR PAT 137:311200 

GI 



R2 Rl Ytt: Z 




NH2 II 



AB The invention describes dipeptidyl peptidase IV (DP 4) inhibiting 

compds. I [n is 0 or 1; X is H or CN; Y is N, NH or O; Z is CH2 when 
Y is O or NH, with Y-Z forming a single bond, and Z is CH when Y is 
N, with Y-Z forming a double bond; R1-R4 = H, alkyl, alkenyl, 
alkynyl, cycloalkyl, cycloalkylalkyl, bicycloalkyl, 

bicycloalkylalkyl, alkylthioalkyl, arylalkylthioalkyl, cycloalkenyl, 
aryl, aralkyl, heteroaryl, heteroarylalkyl, cycloheteroalkyl or 
cycloheteroalkylalkyl, which may be substituted; Rl may combine with 
R3 or R4 to form a ring (CR5R6)2-6 or (CR7R8)3-6, resp., where R5-R8 
= H, OH, alkoxy, alkyl, aryl, etc.] and their pharmaceutically- 
acceptable salts or prodrug esters. A method is also provided for 
treating diabetes and related diseases, employing a DP 4 inhibitor 
I, optionally in combination with other therapeutic agents, 
including an antidiabetic, hypolipidemic, or anti-obesity agent. 
Thus, coupling of sultam-protected 1, 2-pyrazoline-3-carboxamide with 
(S) -N- (tert-butoxycarbonyl) cyclohexylglycine (HOAt, Et3N, and ED AC 
in CH2C12), followed by sultam cleavage with methanolic ammonia, 
amide conversion to nitrile using imidazole, and deprotection, 
afforded II.TFA. 
IT 141758-74-9, AC2993 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(antidiabetic agent; prepn. of oxazoline and pyrazoline-based 
inhibitors of dipeptidyl peptidase IV) 
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AB Cryst. complexes are obtained from 1:1 or 2:1 mixts. of either the 
(D) or (L) enantiomer of natural amino acids and compds . of formula 
I [Rl, R2, R2a = H, OH, OR5, alkyl, OCHF2, OCF3, SR5a, halogen; R3, 
R4 = H, OH, OR5b, alkyl, cycloalkyl, CF3, OCHF2, OCF3, halogen, 
CONR6R6a, C02R5c, C02H, COR6b, CH(OH)R6c, CH(OR5d)R6d, CN, NHCORSe, 
NHS02R5f, NHS02-aryl, SR5g, SOR5h, S02R51, or a five, six or seven 
membered heterocycle which may contain 1 to 4 .heteroatoms (N, O, S, 
SO, and/or S02), or R3 and R4 together with the carbons to which 
they are attached form an annelated five, six or seven membered 
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IT 



carbocycle or heterocycle which may contain 1 to 4 heteroatoms in 
the ring; R5, R5a-R5i are independently alkyl; R6, R6a-R6d are 
independently H, alkyl, aryl, alkylaryl or cycloalkyl, or NR6R6a 
form an annelated five, six or seven membered heterocycle which may 
contain 1 to 4 heteroatoms in the ring] . A method is also provided 
for treating diabetes and related diseases employing an SGLT2 
(sodium dependent glucose transporters found in the intestine and 
kidney) inhibiting amt . of the above complex alone or in combination 
with another antidiabetic agent or other therapeutic agent. Thus, I 
(Rl - 4 -Me, R4 = 4-OCHF2, R2, R2a, R3 = H) was prepd. by a multistep 
procedure starting from o-toluic acid, anisole, 2, 3, 4 , 6-tetra-O- 
benzyl- .beta . -D-glucolactone, and CHF2C1 and treated with 
L-phenylalanine to form the cryst. 1:1 complex, 
141758-74-9, AC2993 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(prepn. of amino acid/C-aryl glucoside complexes for treatment of 
diabetes and related diseases) 
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AB An SGLT2 inhibiting compd. is provided having the formula I method 
is also provided for treating diabetes and related diseases 
employing an SGLT2 inhibiting amt . of the above compd. alone or in 
combination with another antidiabetic agent or other therapeutic 
agent (no data) . 1A pharmaceutical combination comprising an SGLT2 
inhibitor compd. and an antidiabetic agent other than an SGLT2 
inhibitor, for treating the complications of diabetes, an 
anti-obesity agent, an antihypertensive agent, an antiplatelet 
agent, an antiatherosclerotic agent, and/or a lipid-lowering agent 
(no data) . A method for treating or delaying the progression or 
onset of diabetes, diabetic retinopathy, diabetic neuropathy, 
diabetic nephropathy, delayed wound healing, insulin resistance, 
hyperglycemia, hyperinsulinemia, elevated blood levels of fatty 
acids or glycerol, hyper lipidemia, obesity, hypertriglyceridemia, 
Syndrome X, diabetic complications, atherosclerosis or hypertension, 
or for increasing high d. lipoprotein levels, which comprises 
administering to a mammalian species in need of treatment a 
therapeutically effective amt. of a compd (no data). 

IT 141758-74-9, AC2993 

RL: BSU (Biological study, unclassified); THU (Therapeutic use) ; 
BIOL (Biological study); USES (Uses) 

(prepn. of antidiabetic agents C-aryl glucosides as human SGLT2 
inhibitors ) 
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2002:640378 HCAPLUS 
137:346599 

Cellular specificity of proexendin-4 processing 
in mammalian cells. in vitro and in vivo 
Adatia, F. A.; Baggio, L. L . ; Xiao, Q.; Drucker, 
D. J.; Brubaker, P. L. 

Department of Physiology, University of Toronto, 
Toronto, ON, M5S 1A8, Can. 
Endocrinology (2002), 143(9), 3464-3471 
CODEN: ENDOAO; ISSN: 0013-7227 
Endocrine Society 
Journal 
English 

Glucagon-like peptide-1 (GLP-1) is a potent stimulator of 
glucose-dependent insulin secretion. Exendin-41-39 (Ex-4), isolated 
from Gila monster venom, is a highly specific GLP-1 receptor agonist 
that exhibits a prolonged duration of action in vivo. Although the 
processing mechanisms underlying liberation of GLP-1 from its 
prohormone have been elucidated, those for Ex-4 remain unknown. To 
examine the requirements for proEx-4 processing in mammalian cells, 
BHK fibroblasts, InRl-G9 islet A cells, and AtT-20 corticotrophs , 
which express different prohormone convertases (furin, prohormone 
convertase 2, and prohormone convertase 1, resp.) were transfected 
with full-length lizard proEx-4, and the processing of proexendin 
was examd. by HPLC and RIA, All of the transfected cell lines 
exhibited Ex-4-like immunoreactivity in the media, and Ex-4-like 
immunoreactivity was detected in exts. of InRl-G9 and AtT-20 cells. 
However, only media and exts. from AtT-20 cells {not InRl-G9 and BHK 
cells) contained a single peak by HPLC corresponding to synthetic 
Ex-4. To establish whether proEx-4 can be processed to Ex-4 in 
nonimmortalized mammalian cells in vivo, the mol . forms of exendin-4 
were examd. in male and female mice expressing a 
metallothionein-proEx-4 transgene. ProEx4 mRNA transcripts were 
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detected by RT-PCR in a broad range of both endocrine and 
nonendocrine tissues. Ex-4-like immunoreactivity was detected in 
pituitary, fat, adrenals, and testes; however .HPLC analyses 
demonstrated that processed Ex-4 was found only in adrenals and 
testes. These results indicate that lizard proEx-4 is processed to 
mature bioactive Ex-4 in both rodent endocrine and non-endocrine 
mammalian cell types in vitro and in murine tissues in vivo. These 
findings may be useful for engineering cells that express a lizard 
proEx-4 transgene for the treatment of type 2 diabetes. 
IT 188265-76-1, Exendin 4, pro- (Heloderma suspectum) 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(proexendin-4 processing to mature bioactive exendin-4 in rodent 
endocrine and non-endocrine mammalian cell types in vitro and in 
murine tissues in vivo) 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT 

AB Title compds. I [X = O, S, SO, S02, NR7; Z = HOCHCH2CH (OH) CH2C02R3, 
4-hydroxy-2-oxopyran-6-yl, etc.; n = 0, 1; Rl, R2 = alkyl, 
arylalkyl, cycloalkyl, alkenyl, cycloalkenyl, aryl, heteroaryl, 
cycloheteroalkyl; R3 = H, alkyl, metal ion; R4 = H, halo, CF3, etc. 
R7 = H, alkyl, aryl, alkanoyl, aroyl, alkoxycarbonyl , etc.; R9, R10 
= H, alkyl], were prepd. as HMG CoA reductase inhibitors active in 
inhibiting cholesterol biosynthesis, modulating blood serum lipids 
such as lowering LDL cholesterol and/or increasing HD1 cholesterol, 
and treating hyperlipidemia, hypercholesterolemia, 
hypertriglyceridemia and atherosclerosis (no data). E.g., a 
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multistep synthesis of II is reported. 
IT 141758-74-9, AC2993 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

(coadministered agents; prepn. of benzoxepinopyridines as HMG-CoA 
reductase inhibitors for the treatment of hyperlipidemia, 
hypercholesterolemia, hypertriglyceridemia, atherosclerosis, and 
other disorders) 
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20011129 
20001207 
20011129 



AU 2002-26897 
US 2000-251954P P 
WO 2001-US43165 W 
OTHER SOURCE(S): MARPAT 137:28591 

AB The present invention relates to glucagon-like peptide-1 compds . 
fused to proteins that have the effect of extending the in vivo 
half-life of the peptides. The heterologous fusion proteins of the 
invention comprise a GLP-1 compd. fused to human albumin, a human 
albumin analog or fragment, the Fc portion of an Ig, or an analog or 
fragment of the Fc portion of an Ig. These fusion proteins can be 
used to treat non-insulin dependent diabetes mellitus as well as a 
variety of other conditions. Pharmaceutical formulations contg. the 
fusion proteins and polynucleotides encoding the proteins are also 
claimed. 

437124-38-4P 437124-39-5P 437124-51-1P 
437124-53-3P 

RL: BPN (Biosynthetic preparation); PAC (Pharmacological activity); 
PKT (Pharmacokinetics); PRP (Properties); PUR .( Purification or 
recovery) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation); USES (Uses) 



IT 
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(amino acid sequence; prepn. of GLP-1 fusion proteins for use in 

treating diabetes mellitus and other conditions) 
IT 435950-95-1DP, fusion proteins contg. 

RL: BPN (Biosynthetic preparation); PAC (Pharmacological activity); 
PKT (Pharmacokinetics); PRP (Properties); PUR (Purification or 
recovery) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation); USES (Uses) 

(prepn. of GLP-1 fusion proteins for use in treating diabetes 

mellitus and other conditions) 
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Patent 
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APPLICATION NO. 



DATE 
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2000- 211594P P 20000615 
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N (OJ n 



(CH2) X (CH 2 ) y 



-R4 




C02Na 



II 



AB The title compds . I and their pharmaceutically acceptable salts, 

esters, prodrug esters, and stereoisomers are claimed [wherein: Z = 
CH (OH) CH2CR7 (OH) CH2C02R3 or corresponding pyranone lactone derivs . ; 
n = 0, 1; x=0, 1, 2, 3, or 4; y = 0, 1, 2, 3 or 4, provided that 
at least one of x and y is other than 0; and optionally one or more 
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carbons of (CH2)x and/or (CH2)y together with'addnl. carbons form a 
3 to 7 membered spirocyclic ring; Rl, R2 = alkyl, arylalkyl, 
cycloalkyl, alkenyl, cycloalkenyl, aryl, heteroaryl, 
cycloheteroalkyl; R3 = H or lower alkyl; R4 = H, halo, CF3, OH, 
alkyl, alkoxy, C02H, (un) substituted NH2, cyano, (un) substituted 
CONH2, etc.; R7 - H, alkyl]. The compds . are HMG-CoA reductase 
inhibitors, and are active in inhibiting cholesterol biosynthesis 
and modulating blood serum lipids, for example, lowering LDL 
cholesterol and/or increasing HDL cholesterol (no data) . I are thus 
useful in treating hyperlipidemia and dyslipidemia, in hormone 
replacement therapy, and in treating hypercholesterolemia, 
hypertriglyceridemia and atherosclerosis, as well as Alzheimer's 
disease and osteoporosis. Prepns. of several compds. are described. 
For instance, a multistep synthesis of fused pyridine deriv. II is 
reported. Compds. I may be used in a manner similar to 
atorvastatin, pravastatin, simvastatin, etc. Combinations of 
compds. I with various other drugs are claimed, the latter being 
specified as certain pharmacol . classes, as inhibitors of specific 
enzymes, as (ant ) agonists of specific receptors, and as numerous 
named drugs. 
IT 141758-74-9, AC2993 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(therapeutic compns . also contg.; prepn. of fused pyridine 
derivs. as HMG-CoA reductase inhibitors) 
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ACCESSION NUMBER: 2002:361520 HCAPLUS 

DOCUMENT NUMBER: 137:88643 

TITLE: Endoproteolysis by isolated membrane peptidases 

reveal metabolic stability of glucagon-like 
peptide-1 analogs, exendins-3 and -4 

AUTHOR (S) : Thum, A.; Hupe-Sodmann, K. ; Goke, R. ; Voigt, K.; 

Goke, B.; McGregor, G. P. 

CORPORATE SOURCE: Institute of Physiology, Philipps-University, 

Marburg, D-35037, Germany 

SOURCE: Experimental and Clinical Endocrinology & 

Diabetes (2002), 110(3), 113-118 
CODEN: ECEDFQ; ISSN: 0947-7349 

PUBLISHER: Johann Ambrosius Barth 

DOCUMENT TYPE: Journal 

LANGUAGE: English 

AB These in vitro studies aimed to characterize the pattern and the 
kinetics of endoproteolysis of the insulinotropic hormone 
glucagon-like peptide-1 (GLP-1) and related peptides by native 
ectopeptidases . Peptides were incubated with isolated rat or pig 
kidney brush-border microvilli membranes, which are a rich source of 
the ectopeptidases that are responsible for the post-secretory 
metab. of peptide hormones. The proteolytic products were sepd. by 
reversed-phase HPLC column chromatpg. and characterized by mol . mass 
and primary structure. The relative importance of specific 
peptidases was established by measuring the effects of specific 
peptidase inhibitors on the kinetics of proteolysis. 
Dipeptidyl-peptidase-IV was found to be rate-limiting in the 
endoproteolysis of GLP-1. GLP-1 homologs, exendins-3 and -4, 
exhibited exceptional stability in the presence of isolated kidney 
microvilli membranes. Our finding that exendin-4 is several orders 
of magnitude more stable than GLP-1 and Ser-8-GLP-l is esp. 
noteworthy given this peptide r s widely reported insulinotropic 
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potency. 

IT 141758-74-9, Exendin 4 (Heloderma suspectum) 

RL: BSU (Biological study, unclassified); PKT . (Pharmacokinetics) ; 

BIOL (Biological study) 

(endoproteolysis by isolated membrane peptidases reveal metabolic 
stability of glucagon-like peptide-1 analogs and exendin-3 and 
-4) 

REFERENCE COUNT: 32 THERE ARE 32 CITED REFERENCES AVAILABLE 

FOR THIS RECORD. ALL CITATIONS AVAILABLE 
IN THE RE FORMAT 



L2 ANSWER 11 OF 4 0 HCAPLUS COPYRIGHT 2003 ACS 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S): 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2001:850956 HCAPLUS 
135:376777 

Peptide pharmaceutical formulations 

Holmquist, Barton; Dormady, Daniel C. 

Bionebraska, Inc., USA 

PCT Int. Appl. , 35 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



WO 2001087322 



W: 



A2 
A3 



20011122 
20020718 



APPLICATION NO. DATE 

WO 2001-US15872 20010517 



RW: 



AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


BZ, 


CA, 


CH, 


CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NO, 


NZ, 


PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


SG, 


si, 


SK, 


SL, 


TJ, 


TM, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


VN, 


YU, 


ZA, 


ZW, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 






















CH, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZW, 


AT, 


BE, 


CY, 


DE, 


DK, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 



TG 

US 2002061838 
PRIORITY APPLN. INFO 



Al 20020523 



US 2001-858880 20010517 
US 2000-205377P P 20000517 
US 2000-205262P P 20000519 
AB A pharmaceutical compn. for administration to a mammal is disclosed. 
The compn. includes a therapeutically effective amt . of a peptide, 
such as a GLP-1 mol . , a PTH mol . , or a GRF mol . The compn. further 
includes a buffer including a weak acid having an acid dissocn. 
const, value of greater than about 1x10-5, such as acetic acid. The 
compn. also includes an excipient for making the compn. generally 
isotonic, such as D-mannitol. 
IT 141758-74-9, Exendin 4 (Heloderma suspectum) 

RL: PEP (Physical, engineering or chemical process); PRP 
(Properties); THU (Therapeutic use); BIOL (Biological study); PROC 
(Process); USES (Uses) 

(peptide pharmaceutical formulations relating to parathormone, 
glucagon-like peptide-1, and growth hormone-releasing factor) 
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135:298797 

Synergistic effect of a sulfonylurea and/or 
non-sulfonylurea K+ ATP channel blocker, and a 
phosphodiesterase 3 type inhibitor for the 
treatment of non-insulin-dependent diabetes or 
other conditions 

Fryburg, David Albert; Parker, Janice Catherine 

Pfizer Products Inc., USA 

Eur. Pat. Appl., 19 pp. 
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Patent 
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PATENT NO. 



KIND DATE 
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EP 
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AA 20011013 CA 2001-2343850 20010411 

A 20011113 BR 2001-1461 20010411 

A2 20011225 JP 2001-115674 20010413 

US 2000-196728P P 20000413 
The invention provides the use of a synergistic amt . of (1) a 
sulfonylurea, a non-sulfonylurea K+ ATP channel blocker, or a 
sulfonylurea and a non-sulfonylurea K+ ATP channel blocker; and (2) 
a cAMP phosphodiesterase type 3 inhibitor; for the manuf . of 
medicaments for treating or preventing non-insulin-dependent 
diabetes mellitus, insulin resistance, Syndrome X, diabetic 
neuropathy, diabetic nephropathy, diabetic retinopathy, diabetic 
cardiomyopathy, polycystic ovary syndrome, cataracts, hyperglycemia, 
or impaired glucose tolerance. The invention also provides kits and 
pharmaceutical compns . that comprise (1) a sulfonylurea, a 
non-sulfonylurea K+ ATP channel blocker, or a sulfonylurea and a 
non-sulfonylurea K+ ATP channel blocker: and (2) a cAMP 
phosphodiesterase type 3 inhibitor. The invention further provides 
kits and pharmaceutical compns. that comprise (1) a sulfonylurea, a 
non-sulfonylurea K+ ATP channel blocker, or a sulfonylurea and a 
non-sulfonylurea K+ ATP channel blocker: (2) a cAMP 
phosphodiesterase type 3 inhibitor; and (3) an addnl. compd. useful 
for the treatment of non-insulin-dependent diabetes mellitus, 
insulin resistance, Syndrome X, diabetic neuropathy, diabetic 
nephropathy, diabetic retinopathy, diabetic cardiomyopathy, 
polycystic ovary syndrome, cataracts, hyperglycemia, or impaired 
glucose tolerance. 
335149-21-8, AC2993 

RL: BAC (Biological activity or effector, except adverse) ; BSU 
(Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(sulfonylurea and/or non-sulfonylurea K+ ATP channel blocker and 
phosphodiesterase 3 type inhibitor synergism for treatment of 
non-insulin-dependent diabetes or other conditions) 
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Individuals in need of treatment of ischemia-related reperfusion are 

treated, preferably i.v., with a compn. which ■ includes a compd. 

which binds to a receptor for the glucagon-like peptide-1. The 

invention relates to both the method and compns . for such treatment. 

203743-40-2 

RL: PRP (Properties) 

(unclaimed protein sequence; metabolic intervention with GLP-1 to 
improve the function of ischemic and reperfused tissue) 
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TM 
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AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, 
PT, IE, SI, LT, LV, FI, RO, MK, CY, AL, TR 

US 2000-175365P P 20000110 
WO 2001-US719 W 20010109 
Methods for modulating the levels of plasma triglyceride and other 
lipids in a subject comprise administration of an effective amt. of 
an exendin or exendin agonist, alone or in conjunction with other 
compds , or compns . that lower blood triglyceride and/or other lipid 
levels . 
203743-40-2 
RL: PRP (Properties) 

(unclaimed protein sequence; use of exendins and agonists thereof 
for modulation of triglyceride levels and treatment of 
dyslipidemia) 
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AB Compds. of formula I [wherein; n is 1-5; X is N or CR5, where R5 is 
H, halo, alkenyl, alkynyl, alkoxy, alkyl, aryl or heteroaryl; Z is a 
heteroaryl group; Rl is H, alk (en) (yn) yl, alk (enyl) (ynyl) oxy, (aryl 
or alkyl) 3Si, cycloalk (en) yl, (aryl) amino, aryl (alkyl), 
cycloheteroaryl, etc.; R2, R3 and R4 are any of the groups set out 
for Rl and optionally substituted with 1 to 5 substituents which may 
be the same or different and when X is N, Rl is preferably aryl or 
heteroaryl] are claimed. Several hundred examples are disclosed. 
Synthesis of II proceeds via cyclopropanation of the cinnamate 
derived from the olefination between 3, 5-dichlorobenzaldehyde and 
t-butyldiethylphosphonoacetate. The intermediate tert-Bu ester is 
converted to the corresponding . alpha . -chloroketone and reacted with 
acetyl guanidine to provide II in a total of 5 steps. Compds. I are 
said to be sodium/proton exchange inhibitors (NHE) . Pharmaceutical 
combinations are claimed using I and certain antihypertensive 
agents, .beta . -adrenergic agonists, hypolipidemic agents, 
antidiabetic agents, antiobesity agents, etc. Compds. I are useful 
as antianginal and cardioprotective agents and provide a method for 
preventing or treating angina pectoris, cardiac dysfunction, 
myocardial necrosis, and arrhythmia* 

IT 335149-21-8, AC 2993 

RL: BAC (Biological activity or effector, except adverse) ; BSU 
(Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 
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US 2000-595280 A 
WO 2000-US26638 W 
The invention provides novel peptides that function in vivo to 
stimulate insulin release from pancreatic beta cells in a 
glucose-dependent fashion. These insulin secretagogue peptides are 
shown to stimulate insulin release in rat islet cells in vitro, and 
in vivo. The peptides of the present invention provide a new 
therapy for patients with decreased endogenous insulin secretion, in 
particular type 2 diabetics. In particular, the invention is a 
polypeptide selected from a specific group of VIP/PACAP-related 
polypeptides, or functional equiv. thereof. The invention is also 
directed to a method of treating a metabolic disease or a 
respiratory disease in a mammal comprising administering a 
therapeutically effective amt . of the insulin secretagogue peptides 
to said mammal. Also disclosed are methods of making the peptides, 
both recombinant and synthetic; pharmaceutical compns . contg. the 
peptides; and antibodies to the peptides. 
203743-40-2 
RL: PRP (Properties) 
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MARPAT 134:110470 
The present invention relates to novel X-Z peptide conjugates which 
have increased stability and are useful in the treatment of excess 
levels of blood glucose. Peptide X selected from the group 
consisting of (a) an exendin having at least 90% homol. to 
exendin-4; (b) a variant of said exendin wherein said variant 
comprises a modification selected from the group consisting of 
between one and five deletions at positions 34-39 and contains a Lys 
at position 40 having a lipophilic substituent; or (c) GLP-I (7-36) 
or GLP-I (7-37) having at least one modification selected from the 
group consisting of: (i) substitution of D-alanine. glycine or 
alpha-amino isobutyric acid for alanine at position 8 and (ii) a 
lipophilic substituent. Peptide Z is a peptide sequence of 4-20 
amino acid units covalently bound to variant X, wherein each amino 
acid unit in said peptide sequence, Z, is selected from the group 
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consisting of Ala, Leu, Ser, Thr, Tyr, Asn, Gin, Asp, Glu, Lys, Arg, 
His, Met, Orn, and amino acid units of the general formula 
-NH-C(Rl) (R2)-C(=0)- wherein Rl and R2 are selected from the group 
consisting of hydrogen, Cl-6-alkyl, Ph, and phenylmethyl, which are 
optionally substituted. Rl and R2 together with the carbon atom to 
which they are bound can also form a cyclopentyl, cyclohexyl. or 
cycloheptyl ring. The peptide X is further characterized in being 
effective in improving glucose tolerance in a diabetic mammal. ^ The 
peptides are effective in the treatment of diseases that benefit 
from regulation of excess levels of blood glucose and /or regulation 
of gastric emptying, such as diabetes and eating disorders. The 
present invention also relates to methods of prepg. said novel 
peptides and pharmaceutical compns . contg. the peptides. 
320367-11-1P 320367-31-5P 

RL: BAC (Biological activity or effector, except adverse); BPN 
(Biosynthetic preparation); BSU (Biological study, unclassified); 
SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(prepn. of stable peptide conjugates contg. variants of exendin-4 
and GLP-I that lower blood glucose levels and regulate gastric 
emptying) 
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AB Since glucagon-like peptide-1 (GLP-1) is the most potent 

insulinotropic hormone known and has been shown to stimulate insulin 
secretion strongly in patients with type II diabetes, this invention 
uses GLP-1 or its biol. active analogs in .beta. -cell stimulatory 
tests in order to test .beta. -cell function in a simple way. The 
test provides information about insulin secretory capacity, is easy 
and reproducible and has insignificant side effects. 
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Methods for treating gestational diabetes which comprise 
administration of an effective amt . of an exendin or an exendin 
agonist, alone or in conjunction with other compds . or compns . 
lower blood glucose levels. 
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AB Modified insulinotropic peptides are disclosed. The modified 
insulinotropic peptides are capable of forming a peptidase 
stabilized insulinotropic peptide. The modified insulinotropic 
peptides are capable of forming covalent bonds with one or more 
blood components to form a conjugate. The conjugates may be formed 
in vivo or ex vivo. The modified peptides are administered to treat 
humans with diabetes and other related diseases. 
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AB A method for protecting a peptide from peptidase activity in vivo, 
the peptide being composed of between 2 and 50 amino acids and 
having a C-terminus and an N-terminus and a C-terminus amino acid 
and an N-terminus amino acid is described. In the first step of the 
method, the peptide is modified by attaching a reactive group to the 
C-terminus amino acid, to the N-terminus amino acid, or to an amino 
acid located between the N-terminus and the C-terminus, such that 
the modified peptide is capable of forming a covalent bond in vivo 
with a reactive functionality on a blood component. The solid phase 
peptide synthesis of a no. of derivs. with 3-maleimidopropionic acid 
(3-MPA) is described. In the next step, a covalent bond is formed 
between the reactive group and a reactive functionality on a blood 
component to form a peptide-blood component conjugate, thereby 
protecting said peptide from peptidase activity. The final step of 
the method involves the analyzing of the stability of the 
peptide-blood component conjugate to assess the protection of the 
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exendin agonist linked to one or more polyethylene glycol polymers, 
for example, and related formulations and dosages and methods of 
administration thereof are provided. These modified exendins and 
exendin agonists, compns . and methods are useful in treating 
diabetes and conditions that would be benefited by lowering plasma 
glucose or delaying and/or slowing gastric emptying or inhibiting 
food intake. 
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AB It has now been discovered that GLP-1 treatment after acute stroke 
or hemorrhage, preferably i.v. administration, can be an ideal 
treatment because it provides a means for optimizing insulin 
secretion, increasing brain anabolism, enhancing insulin 
effectiveness by suppressing glucagon, and maintaining euglycemia or 
mild hypoglycemia with no risk of severe hypoglycemia. 
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secretion in a subject. These methods are useful in treating 
hyperglucagonemia and other conditions that would be benefited by 
lowering plasma glucagon or suppressing glucagon secretion. 
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Novel exendin and exendin agonist compd. formulations and dosages 
and methods of administration thereof are provided. These compns. 
and methods are useful in treating diabetes and conditions that 
would be benefited by lowering plasma glucose or delaying and/or 
slowing gastric emptying or inhibiting food intake. 
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AB The present invention relates to a population of insulin producing 
cells made by a process comprising contacting non-insulin producing 
cells with a growth factor selected from the group consisting of 
GLP-1 or Exendin-4, growth factors having amino acid sequences 
substantially homologous to GLP-1 or Exendin-4, and fragments 
thereof. The present invention also relates to methods of 
differentiating non-insulin producing cells into insulin producing 
cells and of enriching a population of cells for insulin-producing 
cells. The present invention also relates to methods of treating 
diabetes. Exendin-4 was more potent an insulinotropic agent than 
GLP-1 on several levels when given i.v. 
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producing cells into insulin producing cells by GLP-1 or 
Exendin-4 and uses thereof) 
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Black widow spider . alpha . -latrotoxin: a 
presynaptic neurotoxin that shares structural 
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of insulin secretagogic hormones 
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otoxin is a presynaptic neurotoxin isolated from the 
black widow spider Latrodectus tredecimguttatus . It 
effects in the vertebrate central nervous system by 



Searcher 



Shears 308-4994 



09/756690 



depolarizing neurons, by increasing [Ca2+]i and by stimulating 
uncontrolled exocytosis of neurotransmitters from nerve terminals. 
The actions of . alpha . -latrotoxin are mediated, in part, by a 
GTP-binding protein-coupled receptor referred to as CIRL or 
latrophilin. Exendin-4 is also a venom toxin, and it is derived 
from the salivary gland of the Gila monster Heloderma suspectum. It 
acts as an agonist at the receptor for glucagon-like 
peptide-1 (7-36) -amide (GLP-I), thereby stimulating secretion of 
insulin from pancreatic .beta. -cells of the islets of Langerhans . 
Here is reported a surprising structural homol. between a-latrotoxin 
and exendin-4 that is also apparent amongst all members of the 
GLP-l-like family of secretagogic hormones (GLP-1, glucagon, 
vasoactive intestinal polypeptide, secretin, pituitary adenylyl 
cyclase activating polypeptide). On the basis of this homol., we 
report the synthesis and initial characterization of a chimeric 
peptide (Black Widow GLP-1) that stimulates Ca2+ signaling and 
insulin secretion in human .beta. -cells and MIN6 insulinoma cells. 
It is also reported here that the GTP-binding protein-coupled 
receptors for . alpha . -latrotoxin and exendin-4 share highly 
significant structural similarity in their extracellularly-oriented 
amino-termini . We propose that mol. mimicry has generated conserved 
structural motifs in secretagogic toxins and their receptors, 
thereby explaining the evolution of defense or predatory strategies 
that are shared in common amongst distantly related species 
including spiders, lizards, and snakes. Evidently, the toxic 
effects of .alpha, -latrotoxin and exendin-4 are explained by their 
ability to interact with GTP-binding protein-coupled receptors that 
normally mediate the actions of endogenous hormones or 
neuropeptides . 
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(latrotoxin shares structural homol. with glucagon-like peptide-1 
family of insulin secretagogic hormones) 
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AB Exendin 4 is a biol. active peptide first isolated from Gila monster 
venom. The invention encompasses polynucleotides encoding 
proexendin peptides, including exendin and novel peptides, as well 
as isolated or recombinant proexendin peptides. The invention also 
includes antibodies which specifically recognize such peptides. 
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AB Methods for treating conditions or disorders which can be alleviated 
by reducing food intake are disclosed which comprise administration 
of an effective amt. of an exendin or an exendin agonist, alone or 
in conjunction with other compds. or compns . that effect satiety. 
Approx. 180 exendin-related peptides were synthesized by the 
solid-phase method. 
IT 203743-40-2P 210829-56-4P 210829-59-7P 

RL: FFD (Food or feed use); SPN (Synthetic preparation); BIOL 
(Biological study); PREP (Preparation); USES (Uses) 
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Helodermin and exendin-4, two peptides isolated from the salivary 
gland of the Gila monster, Heloderma suspectum, are approx. 50% 
homologous to vasoactive intestinal peptide (VIP) and glucagon-like 
peptide-1 (GLP-1), resp., and interact with the mammalian receptors 
for VIP and GLP-1 with equal or higher affinity and efficacy. 
Immunohistochem. studies suggested the presence of helodermin-like 
peptides in mammals. To det . whether helodermin and exendin-4 are 
present in mammals and their evolutionary relationship to VIP and 
GLP-1, their cDNAs were first cloned from Gila monster salivary 
gland. Northern blots and reverse transcription-polymerase chain 
reaction of multiple Gila monster tissues identified . apprx . 500-base 
pair transcripts only from salivary gland. Both helodermin and 
exendin-4 full-length cDNAs were .apprx. 500 base pairs long, and 
they encoded precursor proteins contg. the entire amino acid 
sequence of helodermin and exendin-4, as well as a 44- or 45-amino 
acid N-terminal extension peptide, resp., having .apprx. 60% homol . 
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The size and structural organization of these cDNAs indicated that 
they are closely related to one another but markedly different from 
known cDNAs for the VIP/GLP-1 peptide family previously identified 
in both lower and higher evolved species. Cloning of the Gila 
monster VIP/peptide histidine isoleucine, pituitary adenylate 
cyclase activating polypeptide, and glucagon/GLP-1 cDNAs and 
Southern blotting of Gila monster DNA demonstrate the coexistence of 
sep. genes for these peptides and suggests, along with the 
restricted salivary gland expression, that helodermin and exendin-4 
coevolved to serve a sep. specialized function. Probing of a 
variety of rat and human tissues on Northern blots, human and rat 
Southern blots, and genomic and cDNA libraries with either 
helodermin- or exendin-4-specif ic cDNAs failed to identify evidence 
for mammalian homologs. These data indicate that helodermin and 
exendin-4 are not the precursors to VIP and GLP-1 and that they 
belong to a sep. peptide family encoded by sep. genes. Furthermore, 
the existence of as yet undiscovered mammalian homologs to 
helodermin and exendin-4 seems unlikely. 
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agonists for regulating gastrointestinal 
motility 
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AU 9740636 Al 19980225 AU 1997-40636 19970808 

EP 966297 Al 19991229 EP 1997-938261 19970808 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, 
PT, IE, FI 

JP 2001501593 T2 20010206 JP 1998-508263 19970808 

PRIORITY APPLN. INFO. : US 1996-694954 A 19960808 

WO 1997-US14199 W 19970808 
OTHER SOURCE(S): MARPAT 128:192936 

AB Methods for reducing gastric motility and delaying gastric emptying 
for therapeutic and diagnostic purposes are disclosed which comprise 
administration of an effective amt . of an exendin or an exendin 
agonist H-Xaal-Xaa2-Xaa3-Gly-Thr-Xaa4-Xaa5-Xaa6-Xaa7-Xaa8-Ser-Lys- 
Gln-Xaa9-Glu-Glu-Glu-Ala-Val-Arg-Leu-Xaal0-Xaall-Xaal2-Xaal3-Leu-Lys- 
Asn-Gly-Gly-Xaal4-Ser-Ser-Gly-Ala-Xaal5-Xaal6-Xaal7-Xaal8-Z [Xaal = 
His, Arg, Tyr; Xaa2 = Ser, Gly, Ala, Thr; Xaa3, Xaa7, Xaal2 = 
independently Asp, Glu; Xaa4, XaalO = independently Phe, Tyr, 
naphthylalanine; Xaa5, Xaa6 = independently Thr, Ser; Xaa8, Xaa9 = 
independently Leu, lie, Val, pentylglycine, Met; Xaall = any group 
Xaa8, tert-butylglycine; Xaal3 = any group Xaa4, Trp; Xaal4-Xaal7 = 
independently Pro, homoproline, 3-Hyp, 4-Hyp, thioproline, 
N-alkylglycine, N-alkylpentylglycine, N-alkylalanine; Xaal8 = Ser, 
Thr, Tyr; Z = OH, NH2; with the proviso that the compd. does not 
have the formula of exendin-3 or exendin-4] or a pharmaceutically 
acceptable salt thereof. Methods for treating conditions assocd. 
with elevated, inappropriate, or undesired post-prandial blood 
glucose levels are disclosed which comprise administration of an 
effective amt. of an exendin or an exendin agonist alone or in 
conjunction with other anti-gastric emptying agents. Thus, 
exendin-4 acid and [Leul4 , Phe25] -exendin-4 , prepd. by std. 
solid-phase methods on a 4- ( 2 , 4-dimethoxyphenyl ) -Fmoc- 
aminomethylphenoxyacetamide norleucine-MBHA resin using 
9-f luorenylmethoxycarbonyl (Fmoc) -protected amino acids, inhibited 
gastric emptying in male HSD rats with EC50 =0.12 and 0.29 .mu.g. 
Exendin-4 showed EC50 = 0.27 .mu.g under the same conditions. 

IT 141758-74-9P, Exendin-4 (Heloderma suspectum) 
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(prepn. of exendin peptide analogs as agonists for regulating 
gastrointestinal motility) 
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PUBLISHER: Wiley-Liss 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB Glucagon-like peptide-1 (7-36) amide (GLP-1), in addn. to its well 

known effect of enhancing glucose-mediated insulin release, has been 
shown to have insulinomimetic effects and to enhance 
insulin-mediated glucose uptake and lipid synthesis in 3T3-L1 
adipocytes. To elucidate the mechanisms of GLP-1 action in these 
cells, the authors studied the signal transduction and peptide 
specificity of the GLP-1 response. In 3T3-L1 adipocytes, GLP-1 
caused a decrease in intracellular cAMP levels which is the opposite 
to the response obsd. in pancreatic beta cells in response to the 
same peptide. In 3T3-L1 adipocytes, free intracellular calcium was 
not modified by GLP-1. Peptide specificity was examd. to help det. 
if a different GLP receptor isoform was expressed in 3T3-L1 
adipocytes vs. beta cells. Peptides with partial homol . to GLP-1 
such as GLP-2, GLP-1 (1-36), and glucagon all lowered cAMP levels in 
3T3-L1 adipocytes. In addn., an antagonist of pancreatic GLP-1 
receptor, exendin-4 (9-39), acted as an agonist to decrease cAMP 
levels in 3T3-L1 adipocytes as did exendin-4 (1-39), a known agonist 
for the pancreatic GLP-1 receptor. Binding studies using 125I-GLP-1 
also suggest that pancreatic GLP-1 receptor isoform is not 
responsible for the effect of GLP-1 and related peptides in 3T3-L1 
adipocytes. Based on these results, the authors propose that the 
major form of the GLP receptor in 3T3-L1 adipocytes is functionally 
different from the pancreatic GLP-1 receptor. ■ 

IT 141758-74-9, Exendin 4 (Heloderma suspectum) 

RL: BAC (Biological activity or effector, except adverse); BPR 
(Biological process); BSU (Biological study, unclassified); BIOL 
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(signal transduction and peptide specificity of glucagon-like 
peptide receptor in 3T3-L1 adipocytes) 
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TITLE: High potency antagonists of the pancreatic 

glucagon-like peptide-1 receptor 
AUTHOR(S): Montrose-Raf izadeh, Chahrzad; Yang, Huan; 

Rodgers, Buel D.; Beday, Alvie; Pritchette, 

Louella A. ; Eng, John 
CORPORATE SOURCE: Laboratory of Clinical Physiology, NIA, National 

Institutes of Health, Baltimore, MD, 21224, USA 
SOURCE: Journal of Biological Chemistry (1997), 272(34), 

21201-21206 

CODEN: JBCHA3; ISSN: 0021^9258 
PUBLISHER: American Society for Biochemistry and Molecular 

Biology 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB GLP-1- (7-36) -amide and exendin-4- ( 1-39) are glucagon-like peptide-1 
(GLP-1) receptor agonists, whereas exendin- ( 9-39 ) is the only known 
antagonist. To analyze the transition from agonist to antagonist 
and to identify the amino acid residues involved in ligand 
activation of the GLP-1 receptor, we used exendin analogs with 
successive N-terminal truncations. Chinese hamster ovary cells 
stably transfected with the rat GLP-1 receptor were assayed for 
changes in intracellular cAMP caused by the test peptides in the 
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absence or presence of half-maximal stimulatory doses of GLP-1. 
N-terminal truncation of a single amino acid reduced the agonist 
activity of the exendin peptide, whereas N-terminal truncation of 
3-7 amino acids produced antagonists that were 4-10-fold more potent 
than exendin- (9-39) . N-terminal truncation of GLP-1 by 2 amino 
acids resulted in weak agonist activity, but an 8-amino acid 
N-terminal truncation inactivated the peptide. Binding studies 
performed using 1251-labeled GLP-1 confirmed that all bioactive 
peptides specifically displaced tracer with high potency. In a set 
of exendin/GLP-1 chimeric peptides, substitution of GLP-1 sequences 
into exendin- (3-39) produced loss of antagonist activity with 
conversion to a weak agonist. The results show that receptor 
binding and activation occur in sep. domains of exendin, but they 
are more closely coupled in GLP-1. 
IT 141758-74-9, Exendin 4 (Heloderma suspectum) 

RL: BAC (Biological activity or effector, except adverse); BPR 
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(glucagon-like peptide-1 receptor high potency antagonists and 
structure-activity relations thereof) 
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TITLE: Tissue-specific expression of unique mRNAs that 

encode proglucagon-derived peptides or exendin 4 
in the lizard 

AUTHOR (S) : Chen, Yuqing E.; Drucker, Daniel J. 

CORPORATE SOURCE: Toronto Hosp., Univ. Toronto, Toronto, ON, MSG 

2C4, Can. 

SOURCE: Journal of Biological Chemistry (1997), 272(7), 

4108-4115 

CODEN: JBCHA3; ISSN: 0021-9258 
PUBLISHER: American Society for Biochemistry and Molecular 

Biology 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB Glucagon-like peptide 1 stimulates insulin secretion and inhibits 

glucagon secretion, gastric emptying, and feeding, suggesting it may 
be biol. useful for the treatment of diabetes. A lizard 
glucagon-like peptide 1 (GLP-1 ) -related peptide, exendin 4, binds to 
the GLP-1 receptor and mimics the actions of GLP-1 in vivo. To det . 
the genetic relationship between exendin 4 and GLP-1, the authors 
analyzed the structure and expression of pancreatic and intestinal 
proglucagon mRNAs in the reptile Heloderma suspectum. Two different 
proglucagon cDNAs (lizard proglucagon I (LPI) and lizard proglucagon 
II (LPII)), with unique 3 1 -untranslated regions were identified. 
Two LPI mRNA transcripts, .apprx.1.6 and 2.1 kilobases, encoded 
glucagon and GLP-1 but not GLP-2 and were restricted in expression 
to the pancreas. In contrast, a 1.1-kilobase LPII mRNA transcript, 
encoding glucagon, GLP-1, and GLP-2 utilized a different 
3 1 -untranslated region and was expressed in both pancreas and 
intestine. Lizard proglucagon mRNA transcripts were not detectable 
by reverse transcription-polymerase chain reaction or Northern 
blotting in salivary gland. A single class of lizard salivary gland 
proexendin cDNAs encoded the sequence of exendin 4 and a 45-amino 
acid exendin N-terminal peptide. Exendin mRNA transcripts were 
expressed in the salivary gland, but not pancreas or intestine. 



Searcher : Shears 308-4994 



09/756690 



These data demonstrate that GLP-1 and exendin-4 represent related 
yet distinct peptide encoded by different genes in the lizard. 
IT 188265-76-1, Exendin 4, pro- (Heloderma suspectum) 
RL: PRP (Properties) 

(amino acid sequence; unique mRNAs that encode 
proglucagon-derived peptides or exendin 4 tissue-specific 
expression in lizard) 
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1995: 675100 HCAPLUS 
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Exendin-3 and exendin-4 polypeptides, and 
pharmaceutical compositions comprising them 
Eng, John 
USA 

U.S. , 17 pp. 
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Patent 
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US 5424286 A 19950613 US 1993-66480 19930524 

PRIORITY APPLN. INFO.: US 1993-66480 19930524 

AB This invention encompasses pharmaceutical compns . contg. exendin-3 

or exendin-4, fragments thereof, or any combination thereof, and 

methods for the treatment of diabetes mellitus and the prevention of 

hyperglycemia . 
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Use of 1251- [Y39] exendin-4 to characterize 
exendin receptors on dispersed pancreatic acini 
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Singh, Gurcharn; Eng, John; Raufman, Jean-Pierre 
Gastrointestinal Cell Biology Laboratory, State 
University of New York-Health Science Center at 
Brooklyn, 450 Clarkson Avenue-Box 1196, 
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CODEN: REPPDY; ISSN: 0167-0115 
Journal 
English 

We synthesized and iodinated an exendin-4 analog, [Y39] exendin-4 
(700 Ci/mmol), for use as a radioligand to characterize exendin 
receptors on dispersed pancreatic acini and gastric chief cells from 
guinea pig. Binding of this bioactive radioligand was rapid, 
temp. -dependent and specific (not inhibited by other pancreatic or 
gastric secretagogues ) . Measurement of the ability of exendin-4 to 
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inhibit the binding of 1251- [ Y39] exendin-4 indicated the presence of 
two classes of receptors. Pancreatic acini had 12.5 .times. 1010 
binding sites/mg acinar protein of which 6% were high affinity (Kd = 
0.5 nM) and 94% were low affinity (Kd = 0.1 .mu.M). Chief cells had 
3370 binding sites/cell of which 9% were high affinity (Kd = 0.3 nM) 
and 91% were low affinity (Kd = 0.2 .mu.M). Washing with 0.2 M 
acetic acid (pH 2.5), 0.2 M glycine (pH 10.5), or trypsin (100 
.mu.g/mL) after 30 min incubation at 37. degree., indicated that 63 
and 49% of radioligand was internalized in acini and chief cells, 
resp. Truncated glucagon-like peptide-1 (tGLP-1) , a mammalian 
peptide sharing 53% homol . with exendin-4, inhibited radioligand 
binding at the same concns. that altered secretion from acini and 
chief cells. Glucagon, GLP-1 and GLP-2 inhibited 
1251- [Y39] exendin-4 binding only at concns. .gtoreq.100 nM. 
Exendin(9-39)NH2, a specific exendin-receptor antagonist, potently 
inhibited 125I-[Y39] exendin-4 binding (IC50 =6.1 and 3.5 nMin 
acini and chief cells, resp.). In pancreatic acini and gastric 
chief cells from guinea pig, exendin-3, exendin-4 and tGLP-1 
increase cellular cAMP and modulate enzyme secretion by interacting 
with high-affinity exendin receptors. 1251- [Y39] exendin-4 is a 
useful radioligand for studying exendin receptors. 
IT 141758-74-9 

RL: BAC (Biological activity or effector, except adverse); BSU 
(Biological study, unclassified) ; BIOL (Biological study) 

(cAMP formation and enzyme secretion by pancreas acinus and 
stomach chief cells response to) 
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the glucagon-like peptide 1- (7-36) -amide 
receptor of insulin-secreting .beta. -cells 

AUTHOR(S) : Goeke, Ruediger; Fehmann, Hans Christoph; Linn, 

Thomas; Schmidt, Harald; Krause, Michael; Eng, 
John; Goeke, Burkhard 

CORPORATE SOURCE: Dep. Intern. Med., Philipps Univ., Marburg, 

3550, Germany 

SOURCE: Journal of Biological Chemistry (1993), 268(26), 

19650-5 
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DOCUMENT TYPE: Journal 
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AB Exendin-4 purified from Heloderma suspectum venom shows structural 

relationship to the important incretin hormone glucagon-like peptide 
1_ (7-36) -amide (GLP-1). The authors demonstrate that exendin-4 and 
truncated exendin- ( 9-39) -amide specifically interact with the GLP-1 
receptor on insulinoma-derived cells and on lung membranes. 
Exendin-4 displaced 125I-GLP-1, and unlabeled GLP-1 displaced 
125I-exendin-4 from the binding site at rat insulinoma-derived 
RINmSF cells. Exendin-4 had, like GLP-1, a pronounced effect on 
intracellular cAMP generation, which was reduced by 
exendin- (9-39) -amide. When combined, GLP-1 and exendin-4 showed 
additive action on cAMP. They each competed with the radiolabeled 
version of the other peptide in crosslinking expts. The apparent 
mol. mass of the resp. ligand-binding protein complex was 63,000 Da. 
Exendin- (9-39) -amide abolished the crosslinking of both peptides. 
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Exendin-4, like GLP-1, stimulated dose dependently the 
glucose-induced insulin secretion in isolated rat islets, and, in 
mouse insulinoma .beta.TC-1 cells, both peptides stimulated the 
proinsulin gene expression at the level of transcription. 
Exendin- (9-39) -amide reduced these effects. In conclusion, 
exendin-4 is an agonist and exendin- ( 9-39) -amide is a specific GLP-1 
receptor antagonist. 
IT 141758-74-9 

RL: BIOL (Biological study) 

(glucagon-like peptide 1- (7-36) -amide receptor of .beta. -cells 
and lung response to) 
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AB To find mammalian analogs of exendin-4, a peptide from 

Helodermatidae venoms that interacts with newly discovered exendin 
rece ptors on dispersed acini from guinea pig pancreas, the actions 
of glucagon-like peptide-1 [GLP-1 ( 1-37 )] , its truncated form 
GLP-1 (7-36)NH2, GLP-2 (1-34 ) , and pituitary adenylate 
cyclase-activating peptide were examd. and compared with secretin, 
VIP, and glucagon. Only the truncated form of glucagon-like 
peptide-1, GLP-1 (7-36) NH2 mimicked the actions of exendin-4. Like 
exendin-4, GLP-1 ( 7-36 ) NH2 increased acinar cAMP without stimulating 
amylase release. GLP-1 (7-36) NH2-induced increases in cAMP were 
inhibited progressively by increasing concns . of the specific 
exendin-receptor antagonist, exendin ( 9-39 ) NH2 . In dispersed acini 
from guinea pig and rat pancreas, concns. of GLP-1 ( 7-36) NH2 that 
stimulated increases in cAMP caused potentiation of 
cholecystokinin-induced amylase release. Binding of 
1251- [Y39] exendin-4 or 125I-GLP-1 (7-36) NH2 to dispersed acini from 
guinea pig pancreas was inhibited by adding increasing concns. of 
unlabeled exendin-4 or GLP-1 (7-36 ) NH2 . Thus, the mammalian peptide 
GLP-1 (7-36) NH2 interacts with exendin receptors on dispersed acini 
from guinea pig pancreas. Exendin ( 9-39) NH2 , a competitive 
antagonist of t^e actions of GLP-1 (7-36) NH2 in pancreatic acini, may 
be a useful \. .for examg. the physiol. actions of this peptide. 

IT 141758-74-9 

RL: BIOL (Bi^-xogical study) 

(glucagon-like peptide 1 truncated form as mammalian analog of) 
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exendin-3 analog, from Heloderma suspectum 
venom. Further evidence for an exendin receptor 
on dispersed acini from guinea pig pancreas 

AUTHOR(S): Eng, John; Kleinman, Wayne A.; Singh, Latika; 

Singh, Gurcharn; Raufman, Jean Pierre 

CORPORATE SOURCE: Solomon A Berson Res. Lab., Veterans Aff. Med. 

Cent., Bronx, NY, 10468, USA 

SOURCE: Journal of Biological Chemistry (1992), 267(11), 

7402-5 

CODEN: JBCHA3; ISSN: 0021-9258 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB An amino acid sequencing assay for peptides contg. an amino-terminal 
histidine residue (Hisl) was used to isolate a 39-amino acid 
peptide, exendin-4, from H. suspectum venom. Exendin-4 differs from 
exendin-3 by two amino acid substitutions, Gly2-Glu3 in place of 
Ser2-Asp3, but is otherwise identical. The structural differences 
make exendin-4 distinct from exendin-3 in its bioactivity. In 
dispersed acini from guinea pig pancreas, natural and synthetic 
exendin-4 stimulate a monophasic increase in cAMP beginning at 100 
pM that plateaus at 10 nM, The exendin-4-induced increase in cAMP 
is inhibited progressively by increasing concns. of the exendin 
receptor antagonist, exendin- ( 9-39) amide. Unlike exendin-3, 
exendin-4 does not stimulate a second rise in acinar cAMP at concns. 
>100 nM, does not stimulate amylase release, and does not inhibit 
the binding of radiolabeled vasoactive intestinal peptide to acini. 
This indicates that in dispersed pancreatic acini, exendin-4 
interacts only with the recently described exendin receptor. 

IT 141758-74-9 

RL: PRP (Properties) 

(amino acid sequence of, complete) 



=> sel hit 12 1-40 rn 
E72 THROUGH E101 ASSIGNED 

FILE 'REGISTRY' ENTERED AT 10:32:52 ON 14 FEB 2003 
L3 29 SEA FILE=REGISTRY ABB=ON PLU=ON { 1 41758-74-9/BI OR 



203743- 


40- 


2/BI 


OR 


188265 


-76- 


1/BI 


OR 


210829- 


56- 


4/BI 


OR 


210829- 


59- 


7/BI 


OR 


335149 


-21- 


8/BI 


OR 


203743- 


28- 


6/BI 


OR 


203743- 


30- 


0/BI 


OR 


211430 


-62- 


5/BI 


OR 


211430- 


73- 


8/BI 


OR 


305814- 


59- 


9/BI 


OR 


305815 


-28- 


5/BI 


OR 


305815- 


30- 


9/BI 


OR 


305818- 


90- 


0/BI 


OR 


308244 


-92- 


0/BI 


OR 


308245- 


14- 


9/BI 


OR 


308245- 


46- 


7/BI 


OR 


308815 


-99- 


8/BI 


OR 


309257- 


15- 


6/BI 


OR 


309728- 


25- 


4/BI 


OR 


309729 


-73- 


5/BI 


OR 


309729- 


78- 


0/BI 


OR 


320367- 


11- 


1/BI 


OR 


320367 


-31- 


5/BI 


OR 


435950- 


95- 


1/BI 


OR 


437124- 


38- 


4/BI 


OR 


437124 


-39- 


5/BI 


OR 


437124- 


51- 


1/BI 


OR 


437124- 


53- 


3/BI 


OR 


474444 


-81- 


0/BI) 













L4 29 L3 AND LI 



L4 ANSWER 1 OF 29 REGISTRY COPYRIGHT 2003 ACS 
RN 474444-81-0 REGISTRY 

CN L-Serine, L-histidylglycyl-L- . alpha . -glutamylglycyl-L-threonyl-L- 

phenylalanyl-L-threonyl-L-seryl-L- . alpha . -aspartyl-L-leucyl-L-seryl- 
L-lysyl-L-glutaminyl-L-methionyl-L- . alpha . -glutamyl-L- . alpha . - 
glutamyl-L- . alpha . -glutamyl-L-alanyl-L-valyl-L-arginyl-L-leucyl-L- 
phenylalanyl-L-isoleucyl-L- . alpha . -glutamyl-L-tryptophyl-L-leucyl-L- 
lysyl-L-asparaginylglycylglycyl-L-prolyl-L-seryl-L-serylglycyl-L- 



Searcher : Shears 308-4994 



09/756690 

alanyl-L-prolyl-L-prolyl-L-prolyl- (9CI) {CA INDEX NAME) 
OTHER NAMES: 

CN 5: PN: WO02085406 SEQID: 9 unclaimed protein 
CI MAN 
SQL 39 

SEQ 1 HGEGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPS 

HITS AT: 1-39 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
REFERENCE 1: 137:346934 

L4 ANSWER 2 OF 29 REGISTRY COPYRIGHT 2003 ACS 
RN 437124-53-3 REGISTRY 

CN exendin-4 fusion protein with a linker and human IgGl fragment (9CI) 

(CA INDEX NAME) 
OTHER NAMES: 

CN 29: PN: WO0246227 SEQID: 31 claimed protein 
CI MAN 
SQL 287 

SEQ 1 HGEGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPSG GGGSGGGGSG 



51 GGGSAEPKSC DKTHTCPPCP APELLGGPSV FLFPPKPKDT LMISRTPEVT 

101 CVVVDVSHED PEVKFNWYVD GVEVHNAKTK PREEQYNSTY RVVSVLTVLH 

151 QDWLNGKEYK CKVSNKALPA PIEKTISKAK GQPREPQVYT LPPSREEMTK 

201 NQVSLTCLVK GFYPSDIAVE WESNGQPENN YKTTPPVLDS DGSFFLYSKL 

251 TVDKSRWQQG NVFSCSVMHE ALHNHYTQKS LSLSPGK 

HITS AT: 1-39 

REFERENCE 1: 137:28591 

L4 ANSWER 3 OF 29 REGISTRY COPYRIGHT 2003 ACS 
RN 437124-51-1 REGISTRY 

CN exendin-4 fusion protein with human IgGl fragment (9CI) (CA INDEX 

NAME) 
OTHER NAMES: 

CN 27: PN: WO0246227 SEQID: 29 claimed protein 
CI MAN 
SQL 272 

SEQ 1 HGEGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPSA EPKSCDKTHT 



51 CPPCPAPELL GGPSVFLFPP KPKDTLMISR TPEVTCVVVD VSHEDPEVKF 
101 NWYVDGVEVH NAKTKPREEQ YNSTYRVVSV LTVLHQDWLN GKEYKCKVSN 
151 KALPAPIEKT ISKAKGQPRE PQVYTLPPSR EEMTKNQVSL TCLVKGFYPS 
201 DIAVEWESNG QPENNYKTTP PVLDSDGSFF LYSKLTVDKS RWQQGNVFSC 
251 SVMHEALHNH YTQKSLSLSP GK 
HITS AT: 1-39 

REFERENCE 1: 137:28591 

L4 ANSWER 4 OF 29 REGISTRY COPYRIGHT 2003 ACS 
RN 437124-39-5 REGISTRY 

CN exendin-4 fusion protein with linker and human serum albumin ( 9CI ) 
(CA INDEX NAME) 



Searcher 



Shears 308-4994 



09/756690 



OTHER NAMES: 

CN 16: PN: WO0246227 SEQID: 17 claimed protein 
CI MAN 
SQL 640 

SEQ 1 HGEGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPSG GGGGSGGGGS 



51 
101 
151 
201 
251 
301 
351 
401 
451 
501 
551 
601 
HITS AT: 



GGGGSDAHKS 
VTEFAKTCVA 
PERNECFLQH 
HPYFYAPELL 
QRLKCASLQK 
CHGDLLECAD 
DEMPADLPSL 
LLRLAKTYET 
EQLGEYKFQN 
MPCAEDYLSV 
TYVPKEFNAE 
AVMDDFAAFV 
1-39 



EVAHRFKDLG 
DESAENCDKS 
KDDNPNLPRL 
FFAKRYKAAF 
FGERAFKAVJA 
DRADLAKYIC 
AADFVESKDV 
TLEKCCAAAD 
ALLVRYTKKV 
VLNQLCVLHE 
TFTFHADICT 
EKCCKADDKE 



EENFKALVLI 
LHTLFGDKLC 
VRPEVDVMCT 
TECCQAADKA 
VARLSQRFPK 
ENQDSISSKL 
CKNYAEAKDV 
PHECYAKVFD 
PQVSTPTLVE 
KTPVSDRVTK 
LSEKERQIKK 
TCFAEEGKKL 



AFAQYLQQCP 
TVATLRETYG 
AFHDNEETFL 
ACLLPKLDEL 
AEFAEVSKLV 
KECCEKPLLE 
FLGMFLYEYA 
EFKPLVEEPQ 
VSRNLGKVGS 
CCTESLVNRR 
QTALVELVKH 
VAASQAALGL 



FEDHVKLVNE 
EMADCCAKQE 
KKYLYEIARR 
RDEGKASSAK 
TDLTKVHTEC 
KSHCIAEVEN 
RRHPDYSVVL 
NLIKQNCELF 
KCCKHPEAKR 
PCFSALEVDE 
KPKATKQQLK 



REFERENCE 1: 137:28591 



L4 ANSWER 5 OF 29 REGISTRY COPYRIGHT 2003 ACS . 
RN 437124-38-4 REGISTRY 

CN exendin-4 fusion protein with human serum albumin (9CI) (CA INDEX 

NAME) 
OTHER NAMES: 

CN 15: PN: WO0246227 SEQID: 16 claimed protein 
CI MAN 
SQL 624 

SEQ 1 HGEGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPSD AHKSEVAHRF 

51 KDLGEENFKA LVLIAFAQYL QQCPFEDHVK LVNEVTEFAK TCVADESAEN 
101 CDKSLHTLFG DKLCTVATLR ETYGEMADCC AKQEPERNEC FLQHKDDNPN 
151 LPRLVRPEVD VMCTAFHDNE ETFLKKYLYE IARRHPYFYA PELLFFAKRY 
2 01 KAAFTECCQA ADKAACLLPK LDELRDEGKA SSAKQRLKCA SLQKFGERAF 
251 KAWAVARLSQ RFPKAEFAEV SKLVTDLTKV HTECCHGDLL ECADDRADLA 
301 KYICENQDSI SSKLKECCEK PLLEKSHCIA EVENDEMPAD LPSLAADFVE 
351 SKDVCKNYAE AKDVFLGMFL YEYARRHPDY SVVLLLRLAK TYETTLEKCC 
4 01 AAADPHECYA KVFDEFKPLV EEPQNLIKQN CELFEQLGEY KFQNALLVRY 
4 51 TKKVPQVSTP TLVEVSRNLG KVGSKCCKHP EAKRMPCAED YLSVVLNQLC 
501 VLHEKTPVSD RVTKCCTESL VNRRPCFSAL EVDETYVPKE FNAETFTFHA 
551 DICTLSEKER QIKKQTALVE LVKHKPKATK EQLKAVMDDF AAFVEKCCKA 
601 DDKETCFAEE GKKLVAASQA ALGL 
HITS AT: 1-39 



REFERENCE 1: 137:28591 



L4 ANSWER 6 OF 2 9 REGISTRY COPYRIGHT 2003 ACS 
RN 435950-95-1 REGISTRY 

CN L-Serinamide, L-histidylglycyl-L- . alpha . -glutamylglycyl-L-threonyl-L- 
phenylalanyl-L-threonyl-L-seryl-L- . alpha . -aspartyl-L-leucyl-L-seryl- 
L-lysyl-L-glutaminyl-L-methionyl-L- . alpha . - glut amy 1-L- . alpha . - 
glutamyl-L- . alpha . -glutamyl-L-alanyl-L-valyl-L-arginyl-L-leucyl-L- 
phenylalanyl-L-isoleucyl-L- . alpha . -glutamyl-L-tryptophyl-L-leucyl-L- 
lysyl-L-asparaginylglycylglycyl-L-prolyl-L-seryl-L-serylglycyl-L- 



Searcher 



Shears 308-4994 



09/756690 



alanyl-L-prolyl-L-prolyl-L-prolyl- (9CI) (CA INDEX NAME) 
CI MAN 
SQL 39 

SEQ 1 HGEGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPS 



HITS AT: 1-39 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
REFERENCE 1: 137:28591 

L4 ANSWER 7 OF 29 REGISTRY COPYRIGHT 2003 ACS 
RN 320367-31-5 REGISTRY 

CN L-Lysinamide , L-histidylglycyl-L- . alpha . -glutamylglycyl-L-threonyl-L 
phenylalanyl-L-threonyl-L-seryl-L- . alpha . -aspartyl-L-leucyl-L-seryl- 
L-lysyl-L-glutaminyl-L-methionyl-L- . alpha . -glutamyl-L- . alpha . - 
glutamyl-L- . alpha , -glutamyl-L-alanyl-L-valyl-L-arginyl-L-leucyl-L- 
phenylalanyl-L-isoleucyl-L- . alpha. -glutamyl-L-tryptophyl-L-leucyl-L- 
lysyl-L-asparaginylglycylglycyl-L-prolyl-L-seryl-L-serylglycyl-L- 
alanyl-L-prolyl-L-prolyl-L-prolyl-L-seryl-N6- ( 1-oxohexadecyl) -L- 
lysyl-L-lysyl-L-lysyl-L-lysyl-L-lysyl-L-lysyl- (9CI) (CA INDEX 
NAME) 

CI MAN 

SQL 4 6 

SEQ 1 HGEGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPSK KKKKKK 



HITS AT: 1-39 

REFERENCE 1: 134:110470 

L4 ANSWER 8 OF 29 REGISTRY COPYRIGHT 2003 ACS 
RN 320367-11-1 REGISTRY 

CN L-Lysinamide, L-histidylglycyl-L- , alpha . -glutamylglycyl-L-threonyl-L 
phenylalanyl-L-threonyl-L-seryl-L- . alpha . -aspartyl-L-leucyl-L-seryl- 
L-lysyl-L-glutaminyl-L-methionyl-L- . alpha . -glutamyl-L- . alpha . - 
glutamyl-L- . alpha . -glutamyl-L-alanyl-L-valyl-L-arginyl-L-leucyl-L- 
phenylalanyl-L-isoleucyl-L- . alpha . -glutamyl-L-tryptophyl-L-leucyl-L- 
lysyl-L-asparaginylglycylglycyl-L-prolyl-L-seryl-L-serylglycyl-L- 
alanyl-L-prolyl-L-prolyl-L-prolyl-L-seryl-L-lysyl-L-lysyl-L-lysyl-L- 
lysyl-L-lysyl- (9CI) (CA INDEX NAME) 

CI MAN 

SQL 4 5 

SEQ 1 HGEGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPSK KKKKK 



HITS AT: 1-39 

REFERENCE 1: 134:110470 

L4 ANSWER 9 OF 29 REGISTRY COPYRIGHT 2003 ACS 
RN 309729-78-0 REGISTRY 

CN Exendin 4 (Heloderma suspectum) , 39a- [N6- [21- {2, 5-dihydro-2, 5-dioxo- 
lH-pyrrol-l-yl) -1,10, 19-trioxo-3, 6, 12, 15-tetraoxa-9, 18-diazaheneicos 
1-yl] -L-lysinamide] -, pentakis (trif luoroacetate) (salt) (9CI) (CA 
INDEX NAME) 

OTHER NAMES: 



Searcher 



Shears 308-4994 



09/756690 

CN 34: PN: WO0069911 PAGE: 66 claimed sequence 
SQL 40 

SEQ 1 HGEGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPSK 



HITS AT: 1-39 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 

SEQ 1 HGEGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPSK 



HITS AT: 1-39 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 

SEQ 1 HGEGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPSK 



HITS AT: 1-39 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
REFERENCE 1: 134:13338 

L4 ANSWER 10 OF 2 9 REGISTRY COPYRIGHT 2003 ACS 
RN 309729-73-5 REGISTRY 

CN Exendin 4 (Heloderma suspectum) , 39a- [N6- [21- ( 2 , 5-dihydro-2 , 5-dioxo- 
lH-pyrrol-l-yl) -1, 10, 19-trioxo-3 / 6, 12, 15-tetraoxa-9, 18-diazaheneicos 
l-yl]-L-lysinamide]- (9CI) (CA INDEX NAME) 

CI COM, MAN 

SQL 4 0 

SEQ 1 HGEGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPSK 



HITS AT: 1-39 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
REFERENCE 1: 134:13338 

L4 ANSWER 11 OF 29 REGISTRY COPYRIGHT 2003 ACS ' 
RN 309728-25-4 REGISTRY 

CN L-Lysinamide, L-histidylglycyl-L- . alpha . -glutamylglycyl-L-threonyl-L 
phenylalanyl-L-threonyl-L-seryl-L- . alpha . -aspartyl-L-leucyl-L-seryl- 
L-lysyl-L-glutaminyl-L-methionyl-L- . alpha . -glutamyl-L- . alpha . - 
glutamyl-L- . alpha . -glutamyl-L-alanyl-L-valyl-L-arginyl-L-leucyl-L- 
phenylalanyl-L-isoleucyl-L- . alpha . -glutamyl-L-tryptophyl-L-leucyl-L- 
lysyl-L-asparaginylglycylglycyl-L-prolyl-L-seryl-L-serylglycyl-L- 
alanyl-L-prolyl-L-prolyl-L-prolyl-L-seryl- (9CI) (CA INDEX NAME) 

OTHER NAMES: 

CN 33: PN: WO0069911 PAGE: 63 claimed sequence 
CI MAN 
SQL 4 0 

SEQ 1 HGEGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPSK 



HITS AT: 1-39 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 

Searcher : Shears 308-4994 



09/756690 



REFERENCE 1: 134:13338 

L4 ANSWER 12 OF 29 REGISTRY COPYRIGHT 2003 ACS 
RN 309257-15-6 REGISTRY 

CN 192: PN: WO0069900 SEQID: 371 unclaimed protein (9CI) (CA INDEX 

NAME) 
CI MAN 
SQL 40 

SEQ 1 HGEGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPSK 

HITS AT: 1-39 

**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
REFERENCE 1: 134:21425 

L4 ANSWER 13 OF 29 REGISTRY COPYRIGHT 2003 ACS 
RN 308815-99-8 REGISTRY 

CN L-Lysine, L-histidylglycyl-L- . alpha . -glutamylglycyl-L-threonyl-L- 

phenylalanyl-L-threonyl-L-seryl-L- . alpha . -aspartyl-L-leucyl-L-seryl 
L-lysyl-L-glutaminyl-L-methionyl-L- . alpha . -glutamyl-L- . alpha . - 
glutamyl-L- . alpha . -glutamyl-L-alanyl-L-valyl-L-arginyl-L-leucyl-L- 
phenylalanyl-L-isoleucyl-L- . alpha . -glutamyl-L-tryptophyl-L-leucyl-L 
lysyl-L-asparaginylglycylglycyl-L-prolyl-L-seryl-L-serylglycyl-L- 
alanyl-L-prolyl-L-prolyl-L-prolyl-L-seryl- (9CI) (CA INDEX NAME) 

OTHER NAMES: 

CN 18: PN: WO0069911 SEQID: 18 claimed protein 
CI MAN 
SQL 4 0 

SEQ 1 HGEGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPSK 



HITS AT: 1-39 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
REFERENCE 1: 134:13338 

L4 ANSWER 14 OF 29 REGISTRY COPYRIGHT 2003 ACS 
RN 308245-46-7 REGISTRY 

CN Exendin 4 (Heloderma suspectum) , 39a- [N6- [15- (2, 5-dihydro-2, 5-dioxo 
lH-pyrrol-l-yl) -1, 7, 13-trioxo-3, 9-dioxa-6, 12-diazapentadec-l-yl] -L- 
lysinamide] -, pentakis ( trif luoroacetate ) (salt) (9CI) (CA INDEX 
NAME) 

SQL 40 

SEQ 1 HGEGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPSK 



HITS AT: 1-39 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 

SEQ 1 HGEGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPSK 



HITS AT: 1-39 



Searcher 



Shears 308-4994 



09/756690 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 

SEQ 1 HGEGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPSK 



HITS AT: 1-39 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
REFERENCE 1: 134:21425 

L4 ANSWER 15 OF 29 REGISTRY COPYRIGHT 2003 ACS 
RN 308245-14-9 REGISTRY 

CN Exendin 4 (Heloderma suspectum) , 39a- [N6- [ 3- (2 , 5-dihydro-2 , 5-dioxo- 
IH-pyrrol-l-yl) -1-oxopropyl] -L-lysinamide] -, 
pentakis(trifluoroacetate) (salt) (9CI) (CA INDEX NAME) 

SQL 40 

SEQ 1 HGEGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPSK 



HITS AT: 1-39 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 

SEQ 1 HGEGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPSK 



HITS AT: 1-39 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 

SEQ 1 HGEGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPSK 



HITS AT: 1-39 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
REFERENCE 1: 134:21425 

L4 ANSWER 16 OF 29 REGISTRY COPYRIGHT 2003 ACS 
RN 308244-92-0 REGISTRY 

CN Exendin 4 (Heloderma suspectum), 39a- [N6- [3- (2, 5-dihydro-2, 5-dioxo- 

lH-pyrrol-l-yl) -1-oxopropyl] -L-lysinamide]- (9CI) (CA INDEX NAME) 
OTHER NAMES: 

CN 32: PN: WO0069911 PAGE: 62 claimed sequence 
CI COM, MAN 
SQL 4 0 

SEQ 1 HGEGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPSK 



HITS AT: 1-39 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
REFERENCE 1: 134:13338 

L4 ANSWER 17 OF 29 REGISTRY COPYRIGHT 2003 ACS • 
RN 305818-90-0 REGISTRY 

CN Poly ( oxy- 1 , 2-ethanediyl ) , . alpha . -hydro- . omega . -hydroxy- , 27-ether 
with L-histidylglycyl-L- . alpha . -glutamylglycyl-L-threonyl-L- 



Searcher 



Shears 308-4994 



09/756690 



phenylalanyl-L-threonyl-L-seryl-L- . alpha . -aspartyl-L-leucyl-L-seryl- 
L-lysyl-L-glutaminyl-L-methionyl-L- . alpha . -glutamyl-L- . alpha . - 
glutamyl-L- . alpha . -glutamyl-L-alanyl-L-valyl-L-arginyl-L-leucyl-L- 
phenylalanyl-L-isoleucyl-L- . alpha . -glutamyl-L-tryptophyl-L-leucyl-N6 
(2-hydroxyethyl) -L-lysyl-L-asparaginylglycylglycyl-L-prolyl-L-seryl- 
L-serylglycyl-L-alanyl-L-prolyl-L-prolyl-L-prolyl-L-serinamide ( 9CI ) 
(CA INDEX NAME) 

CI PMS, MAN 

SQL 39 

SEQ 1 HGEGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPS 



HITS AT: 1-39 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
REFERENCE 1: 133:359242 

L4 ANSWER 18 OF 29 REGISTRY COPYRIGHT 2003 ACS 
RN 305815-30-9 REGISTRY 

CN L-Serinamide, N-ethyl-L-histidylglycyl-L- . alpha . -glutamylglycyl-L- 
threonyl-L-phenylalanyl-L-threonyl-L-seryl-L- . alpha . -aspartyl-L- 
leucyl-L-seryl-L-lysyl-L-glutaminyl-L-methionyl-L- . alpha . -glutamyl-L 
. alpha . -glutamyl-L- . alpha . -glutamyl-L-alanyl-L-valyl-L-arginyl-L- 
leucyl-L-phenylalanyl-L-isoleucyl-L- . alpha . -glutamyl-L-tryptophyl-L- 
leucyl-L-lysyl-L-asparaginylglycylglycyl-L-prolyl-L-seryl-L- 
serylglycyl-L-alanyl-L-prolyl-L-prolyl-L-prolyl- (9CI) {CA INDEX 
NAME) 

CI MAN 

SQL 39 

SEQ 1 HGEGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPS 



HITS AT: 1-39 

**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
REFERENCE 1: 133:359242 

L4 ANSWER 19 OF 29 REGISTRY COPYRIGHT 2003 ACS 
RN 305815-28-5 REGISTRY 

CN L-Serinamide, N-acetyl-L-histidylglycyl-L- . alpha . -glutamylglycyl-L- 
threonyl-L-phenylalanyl-L-threonyl-L-seryl-L- . alpha . -aspartyl-L- 
leucyl-L-seryl-L-lysyl-L-glutaminyl-L-methionyl-L- . alpha . -glutamyl-L 
. alpha . -glutamyl-L- . alpha . -glutamyl-L-alanyl-L-valyl-L-arginyl-L- 
leucyl-L-phenylalanyl-L-isoleucyl-L- . alpha . -glutamyl-L-tryptophyl-L- 
leucyl-L-lysyl-L-asparaginylglycylglycyl-L-prolyl-L-seryl-L- 
serylglycyl-L-alanyl-L-prolyl-L-prolyl-L-prolyl- (9CI) {CA INDEX 
NAME) 

CI MAN 

SQL 39 

SEQ 1 HGEGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPS 



HITS AT: 1-39 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 



Searcher 



Shears 308-4994 



09/756690 



REFERENCE 1: 133:359242 

L4 ANSWER 20 OF 29 REGISTRY COPYRIGHT 2003 ACS 
RN 305814-59-9 REGISTRY 

CN Poly (oxy-1 , 2-ethanediyl ) , . alpha . -hydro- . omega . -hydroxy-, 12-ether 
with L-histidylglycyl-L- . alpha . -glutamylglycyl-L-threonyl-L- 
phenylalanyl-L-threonyl-L-seryl-L- . alpha . -aspartyl-L-leucyl-L-seryl- 
N6- { 2-hydroxyethyl ) -L-lysyl-L-glutaminyl-L-methionyl-L- . alpha . - 
glutamyl-L- . alpha . -glutamyl-L- . alpha . -glutamyl-L-alanyl-L-valyl-L- 
arginyl-L-leucyl-L-phenylalanyl-L-isoleucyl-L- . alpha . -glutamyl-L- 
tryptophyl-L-leucyl-L-lysyl-L-asparaginylglycylglycyl-L-prolyl-L- 
seryl-L-serylglycyl-L-alanyl-L-prolyl-L-prolyl-L-prolyl-L-serinamide 
(9CI) (CA INDEX NAME) 

CI PMS, MAN 

SQL 39 

SEQ 1 HGEGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPS 



HITS AT: 1-39 

**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
REFERENCE 1: 133:359242 

L4 ANSWER 21 OF 29 REGISTRY COPYRIGHT 2003 ACS 
RN 211430-73-8 REGISTRY 

CN Exendin ENTP (Heloderma horridum) (9CI) (CA INDEX NAME) 
CI MAN 
SQL 64 

SEQ 1 MPVESGLSSE DSASSESFAS KIKRHGEGTF TSDLSKQMEE EAVRLFIEWL 



51 KNGGPSSGAP PPSG 



HITS AT: 25-63 
REFERENCE 1: 129:185369 

L4 ANSWER 22 OF 29 REGISTRY COPYRIGHT 2003 ACS 
RN 211430-62-5 REGISTRY 

CN Exendin 4 (Heloderma suspectum) , 39a-glycine- (9CI) (CA INDEX NAME) 
OTHER NAMES: 

CN 4 8-87-Exendin ENTP (Heloderma horridum) 
CI MAN 
SQL 4 0 

SEQ 1 HGEGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPSG 



HITS AT: 1-39 

REFERENCE 1: 129:185369 

L4 ANSWER 23 OF 29 REGISTRY COPYRIGHT 2003 ACS 
RN 210829-59-7 REGISTRY 

CN Exendin 4 (Heloderma suspectum), 36- [ ( 4R) -4-thiazolidinecarboxylic 
acid] -37- [ (4R) -4-thiazolidinecarboxylic acid] -38- [ (4R) -4- 
thiazolidinecarboxylic acid]- (9CI) (CA INDEX NAME) 

OTHER NAMES: 



Searcher 



Shears 308-4994 



09/756690 



CN 22: PN: WO0073331 FIGURE: 1 claimed sequence 
CI MAN 
SQL 39 

SEQ 1 HGEGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPS 

HITS AT: 1-39 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
REFERENCE 1: 134:37033 
REFERENCE 2: 129:149256 

L4 ANSWER 24 OF 29 REGISTRY COPYRIGHT 2003 ACS 
RN 210829-56-4 REGISTRY 

CN L-Serinamide, L-histidylglycyl-L- . alpha . -glutamylglycyl-L-threonyl-L- 
phenylalanyl-L-threonyl-L-seryl-L- . alpha . -aspartyl-L-leucyl-L-seryl- 
L-lysyl-L-glutaminyl-L-methionyl-L- . alpha . -glutamyl-L- . alpha . - 
glutamyl-L- . alpha . -glutamyl-L-alanyl-L-valyl-L-arginyl-L-leucyl-L- 
phenylalanyl-L-isoleucyl-L- . alpha . -glutamyl-L-tryptophyl-L-leucyl-L- 
lysyl-L-asparaginylglycylglycyl- ( 4R) -4-thiazolidinecarbonyl-L-seryl- 
L-serylglycyl-L-alanyl- (4R) -4-thiazolidinecarbonyl- (4R) -4- 
thiazolidinecarbonyl- (4R) -4-thiazolidinecarbonyl- (9CI) (CA INDEX 
NAME) 

OTHER NAMES: 

CN 21: PN: WO0073331 FIGURE: 1 claimed sequence 
CI MAN 
SQL 39 

SEQ 1 HGEGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPS 

HITS AT: 1-39 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
REFERENCE 1: 134:37033 
REFERENCE 2: 12 9:14 9256 

L4 ANSWER 25 OF 2 9 REGISTRY COPYRIGHT 2003 ACS 
RN 203743-40-2 REGISTRY 

CN Exendin 4 (Heloderma suspectum) , 39-L-serine- ' ( 9CI ) (CA INDEX NAME) 
OTHER NAMES: 

CN 12: PN: WO0069911 SEQID: 12 claimed protein 
CN 170: PN: WO0069900 SEQID: 349 unclaimed protein 
CN 1: PN: WO0009666 SEQID: 9 unclaimed protein 
CN 2: PN: WO0151078 SEQID: 2 unclaimed protein 
CN 48-86-Exendin ENTP (Heloderma horridum) 
CN 4: PN: US6284725 SEQID: 9 unclaimed protein 
CN 4: PN: WO0066138 PAGE: 13 unclaimed protein 
CN 4: PN: WO0066142 TABLE: 1 unclaimed protein 
CN 4: PN: WO0123420 PAGE: 6 unclaimed protein 
CN 8: PN: WO0077039 TABLE: 1 unclaimed protein 
CI MAN 
SQL 39 

SEQ 1 HGEGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPS 



Searcher 



Shears 308-4994 



09/756690 



HITS AT: 


1-39 






** RELATED 


SEQUENCES 


AVAILABLE WITH SEQLINK 


REFERENCE 


1: 


135 


:205920 


REFERENCE 


2: 


135 


:132445 


REFERENCE 


3: 


134 


290749 


REFERENCE 


4: 


134 


51920 


REFERENCE 


5: 


134 


37033 


REFERENCE 


6: 


134, 


21425 


REFERENCE 


7: 


134: 


13338 


REFERENCE 


8: 


133: 


345167 


REFERENCE 


9: 


133: 


345166 


REFERENCE 


10: 


132: 


175839 



L4 ANSWER 26 OF 29 REGISTRY COPYRIGHT 2003 ACS 
RN 203743-30-0 REGISTRY 

CN Exendin 4 (Heloderma suspectum) , 36- ( 4-thiazolidinecarboxylic 
acid) -37- (4-thiazolidinecarboxylic acid) -38- (4- 
thiazolidinecarboxylic acid)- (9CI) (CA INDEX NAME) 

CI MAN 

SQL 39 

SEQ 1 HGEGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPS 



HITS AT: 1-39 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
REFERENCE 1: 128:192936 

L4 ANSWER 27 OF 29 REGISTRY COPYRIGHT 2003 ACS 
RN 203743-28-6 REGISTRY 

CN L-Serinamide, L-histidylglycyl-L- . alpha . -glutamylglycyl-L-threonyl-L 
phenylalanyl-L-threonyl-L-seryl-L- . alpha . -aspartyl-L-leucyl-L-seryl- 
L-lysyl-L-glutaminyl-L-methionyl-L- . alpha . -glutamyl-L- . alpha . - 
glutamyl-L- . alpha . -glutamyl-L-alanyl-L-valyl-L-arginyl-L-leucyl-L- 
phenylalanyl-L-isoleucyl-L- . alpha . -glutamyl-L-tryptophyl-L-leucyl-L- 
lysyl-L-asparaginylglycylglycyl-4-thiazolidinecarbonyl-L-seryl-L- 
serylglycyl-L-alanyl-4-thiazolidinecarbonyl-4-thiazolidinecarbonyl-4 
thiazolidinecarbonyl- (9CI) (CA INDEX NAME) 

CI MAN 

SQL 39 

SEQ 1 HGEGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPS 

HITS AT: 1-39 



Searcher 



Shears 308-4994 



09/756690 



** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
REFERENCE 1: 128:192936 

L4 ANSWER 28 OF 29 REGISTRY COPYRIGHT 2003 ACS 
RN 188265-76-1 REGISTRY 

CN Exendin 4, pro- (Heloderma suspectum) (9CI) (CA INDEX NAME) 
OTHER NAMES: 

CN Exendin 4 (Heloderma suspectum precursor) 
CN Exendin ENTP (Heloderma horridum pro-) 
CI MAN 
SQL 87 

SEQ 1 MKIILWLCVF GLFLATLFPI SWQMPVESGL SSEDSASSES FASKIKRHGE 

51 GTFTSDLSKQ MEEEAVRLFI EWLKNGGPSS GAPPPSG 
HITS AT: 48-86 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 



REFERENCE 1 

REFERENCE 2 

REFERENCE 3 

REFERENCE 4 



137:346599 
129:185369 
129:78077 
126:223096 



L4 ANSWER 29 OF 29 REGISTRY COPYRIGHT 2003 ACS 
RN 141758-74-9 REGISTRY 

CN Exendin 4 (Heloderma suspectum) (9CI) (CA INDEX NAME) 
OTHER CA INDEX NAMES: 

CN Exendin 3 (Heloderma horridum) , 2-glycine-3-L-glutamic acid- 
OTHER NAMES: 

CN 12: PN: WO0041546 FIGURE: 2 claimed protein 
CN 2: PN: WO0066629 FIGURE: 2 unclaimed sequence 
CN 3: PN: WO004154 8 PAGE: 65 unclaimed protein 
CN AC 2993 
CN AC 2993A 
CN Exenatide 

CN Exendin-4 (Heloderma suspectum) 

CN L-Serinamide, L-histidylglycyl-L- . alpha . -glutamylglycyl-L-threonyl-L- 
phenylalanyl-L-threonyl-L-seryl-L- . alpha . -aspartyl-L-leucyl-L-seryl- 
L-lysyl-L-glutaminyl-L-methionyl-L- . alpha . - glut amy 1-L- . alpha . - 
glutamyl-L- . alpha . -glutamyl-L-alanyl-L-valyl-L-arginyl-L-leucyl-L- 
phenylalanyl-L-isoleucyl-L- . alpha . -glutamyl-L-tryptophyl-L-leucyl-L- 
lysyl-L-asparaginylglycylglycyl-L-prolyl-L-seryl-L-serylglycyl-L- 
alanyl-L-prolyl-L-prolyl-L-prolyl- 

CI MAN 

SQL 39 

SEQ 1 HGEGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPS 

HITS AT: 1-39 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 



Searcher 



Shears 308-4994 



09/756690 



REFERENCE 1 

REFERENCE 2 

REFERENCE 3 

REFERENCE 4 

REFERENCE 5 

REFERENCE 6 

REFERENCE 7 

REFERENCE 8 

REFERENCE 9 

REFERENCE 10 



138:14048 

137:311200 

137:311199 

137:247879 

137:109267 

137:88643 

136:401651 

135:376777 

134 :37033 

133:359242 



FILE 1 HOME 1 ENTERED AT 10:33:19 ON 14 FEB 2003 



Searcher 



Shears 308-4994 
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